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Histological analysis
Liver tissues were fixed in phosphate buffered saline (PBS) containing 4% formaldehyde, dehydrated and embedded in paraffin, and cut into 4 µm-thick sections. Sections were stained with haematoxylin-eosin or Sirius Red using standard protocols. Additional sections were stained immunohistochemically. Primary antibodies were detected by biotinylated secondary antibodies and subsequently stained using a peroxidase DAB kit (Dako, Hamburg, Germany) . Antibody specifications are listed in Supplementary Table 2.
Haematoxylin was used for counterstaining. Necrotic, collagen containing and Ki67 + areas were quantified by morphometry (ImageJ, NIH). For morphometric assessment, 10 nonoverlapping fields at 10x magnification (necrosis) or 20x magnification (collagen, Ki67) per section were evaluated for each mouse. For immunofluorescence analyses, sections were deparaffinised, rehydrated and subjected to Proteinase K-mediated enzymatic or heatinduced antigen retrieval in either citrate buffer (pH6) or EDTA buffer (pH9). Sections were incubated with primary antibodies (Supplementary 
Determination of total biliary acids
Total biliary acids from serum were determined using the total bile acids assay kit (Diazyme, Dresden, Germany) according to manufacturer's instructions. Absorption was measured at 405 nm in a microplate reader (Tecan, Mainz, Germany) or an AU480
(Beckman-Coulter, Germany) biochemical analyser.
S3
BMOL tube formation assay
A 24-well plate was coated with 300 µl of slowly thawed Matrigel (Corning, Bedford (MA), USA) per well. Matrigel had a protein concentration of > 10 mg/ml and was left for at least 3h at 37°C, 5% CO 2 , and 95% RH to solidify. 300 µl of a 2x10 5 cells/ml cell suspension plus the respective inhibitors were seeded on top of the Matrigel in each pre-coated well.
Cells were incubated for 24h to form tubes. Pictures of formed tubes were taken with a AZ100 microscope with a DS-Fi2 camera (Nikon, Düsseldorf, Germany) and tubelength and branching was evaluated with the ImageJ plugin 2D Skeleton.
BMOL cell stimulation
BMOL cells were kept under previously specified conditions (Tirnitz-Parker et al., 2007) .
For siRNA experiments 2.5 x 10 5 BMOL cells were seeded and transfected with 50 pmol control or mADAM10 siRNA (Life Technologies, Darmstadt, Germany), respectively.
Transfection was performed at 0 h and again at 48 h after seeding using Interferin as transfection reagent (Hiss Diagnostics, Freiburg, Germany). Cells were used for stimulation experiments 72 h after seeding.
For stimulation experiments, BMOL cells were starved (0.5% FBS, 1mM Glutamine, 7.5 ng/ml IGF-II, 5 ng/ml EGF, 2.5 µg/ml Insulin) overnight and if indicated, pretreated with 3 µM ADAM10-Inhibitor GI254023X for 1 h prior to stimulation with 20 ng/ml rmHGF or 50 ng/ml rhTWEAK (Immunotools, Friesoythe, Germany) for 15 min at 37°C.
BMOL cell differentiation
2.5 x 10 5 BMOL cells were seeded either in six well plates or on cover slips and transfected with 50 pmol control or mADAM10 siRNA (Life Technologies, Darmstadt, Germany), respectively. Transfection was performed on day -4 and -2 and day 5 of differentiation ( Figure S5C ) using Interferin as transfection reagent (Hiss Diagnostics, Freiburg, Germany). Four days after intital cell seeding, medium was changed to differentiation medium as described previously (Tirnitz-Parker et al., 2007) , which was replaced again on day 3, 5 and 7 ( Figure S5C ). Cells were harvested on day 10 of differentiation and either subjected to lysis, RNA isolation or immunofluorescence staining.
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Protein isolation and immunoblotting
Samples were lysed in RIPA buffer supplied with 50 mM NaF, protease and phosphatase inhibitors. Proteins were separated by electrophoresis on 10 % SDS gels and transferred to PVDF or nitrocellulose membranes. Membranes were incubated with primary antibodies (Supplementary Table 2 ) overnight at 4°C and with horseradish peroxidase-conjugated secondary antibodies at room temperature for 1h. An ECL substrate kit was used for detection (Thermo Scientific, St. Leon-Rot, Germany).
Gene expression analysis
Total RNA was isolated from cryopreserved whole liver tissue using TRIzol 
Hydroxyproline assay
The assay was performed as described previously (Uchinami et al., 2006) . 
